Gemeinsamer
Bundesausschuss

Resolution

of the Federal Joint Committee on an Amendment of the

Pharmaceuticals Directive (AM-RL):

\.
Annex Xll - Benefit Assessment of Medicinal Products with “\5

New Active Ingredients according to Section 35a SGB& o"

Olaparib (new therapeutic indication: Prostate c Q’& ?‘
BRCA1/2-mutations, progression after hormor&tﬂr ment)

&
of 3 June 2021 46 Q

At its session on 3 June 2021, the Federal Joint CommlttQ%G Qﬁresolved to amend the
Pharmaceuticals Directive (AM-RL) in the version dated ber 2008/22 January 2009
(Federal Gazette, BAnz. No. 49a of 31 March 20 % Iaégamended on DD. Month YYYY
(Federal Gazette, BAnz AT DD.MM.YYYY BX), as fo Q&s

I. In Annex XII, the following mformatlor{@allQ\Qdded after No. 4 to the information on
the benefit assessment of olaparib @}cqg@ance with the resolution of 16 January
2020: BN
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Olaparib

Resolution of: 3 June 2021
Entry into force on: 3 June 2021
BAnz AT TT. MM YYYY Bx

New therapeutic indication (according to the marketing authorisation of 3 November
2020): ~\5\

Lynparza is indicated as monotherapy for the treatment of adult patients with e;tasta{u:
castration-resistant prostate cancer and BRCA1/2-mutations (germline and/or s ti o]
have progressed following prior treatment that included a new hormonal age@ ?\(\

W o

O

Therapeutic indication of the resolution (resolution of 3 June 2021): Q% s‘\Q

see new therapeutic indication according to marketing authorisatiq,g . \Q
RO

AQ N

1. Additional benefit of the medicinal product in relation to the appropriate comparator
therapy

&\J X

o
Adult patients with metastatic castration—resi@% ,@state cancer (mCRPC); BRCA1/2-
mutated (germline and/or somatic); progre‘s’ﬁle‘@ease after previous treatment with
abiraterone and/or enzalutamide \Q

Appropriate comparator therap\@bg \"Q@

Patient-individual treatment %sel@tion of abiraterone, enzalutamide, cabazitaxel and
docetaxel; taking into acg%@t p@?lbus therapies as well as the marketing authorisation
of the respective medi@ praauct.

%)
Extent and probahﬁ&q{tﬁe additional benefit of olaparib compared to the patient-
individual treat t:
individual trea @'@n Q{\

9"
Hint for a\c'cﬁda‘%le additional benefit.
N
@ &
Stud@%ulggf:cording to endpoints:?!

Adult m’&nts with metastatic castration-resistant prostate cancer (mCRPC); BRCA1/2-
mutg@/ (germline and/or somatic); progressive disease after previous treatment with
ab@%rone and/or enzalutamide

! Data from the dossier assessment of the IQWiG (A20-106) and from the addendum (A21-51), unless
otherwise indicated.
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Summary of results of relevant clinical endpoints

[

/N statistically significant and relevant positive effect with high or unclear risk of, 2 (’}§
J 1 statistically significant and relevant negative effect with high orunclear ris bia&&

M statistically significant and relevant positive effect with low risk of bI@K

J L : statistically significant and relevant negative effect low risk of b|a® (g

Endpoint category Effect Summary
direction/
Risk of
bias
Mortality T Advantage in overall survival
Morbidity T Advantages in pain (strongest pain, impairment due to
pain) and symptomatic skeletal-related events (occurrence.\
of spinal cord compression) £
Health-related quality %) There are no usable data for the benefit assessq\(aﬂ QQ‘
of life WO QO
Side effects & Disadvantages in the specific AEs (anaemte)nay@gg)
Explanations: O .

<>: no relevant difference % \Q
J: no data available @(‘0 Qs\’
n.a.: not assessable i‘\% (',Q)
SN
00 >
Q‘(\

PROfound study:

Olaparib + androgen deprivation th Q ) vs. abiraterone + prednisone or prednisolone

+ ADT or enzalutamide + ADT

Study design: randomised, par@@l —IabeI

2. data cut-off of 20/3/20 ® {O

Relevant sub- populatgg au@\\ts with a BRCA1/2-mutation
. @

Mortality (b@ &

Endpoint Olaparib + ADT Abiraterone + P + ADT or Intervention vs
enzalutamide + ADT Control
N Median time to N Median time to HR [95 % ClI];
event in months event in months p value
[95% Cl] [95% Cl] Absolute
] Patients with event n Patients with event dilficsres o}
< (%) n (%)

Overall survival

102 20.1[17.3; 26.8] 58 14.4 [10.7; 18.9] 0.60[0.40; 0.91];
53(52.0) 41(70.7) 0,0117
AD: 5.7 months
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Morbidity

74
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Endpoint Olaparib + ADT Abiraterone + P + ADT or Intervention vs
enzalutamide + ADT Control
N Median time to N Median time to HR [95 % Cl];
event in months event in months p value
[95% Cl] [95% Cl] Absolute
Patients with event n Patients with event dlffieaes ()
(%) n (%)

. . & '
Progression-free survival (PFS) AQ 0
radiological 102 9.8 [7.6;11.3] 58 3.0[1.8;3.5] 0 29];
progression-free 62 (60.8) 51(87.9) ‘ 001
survival (rPFS) 0‘_, 6 3 th

(Q KX months
N\ . .Q(J
Symptomatology D AN
>
Pain (BPI-SF) QA NS
worst pain (BPI- | 102 | 22.8[14.5;n.a] | 58 ‘?2 %S)a ] 0.35 [0.18; 0.67];
SF items 3) 25 (24.5) @(} <0.001
o\% .
A0
Pain intensity 102 n.a. zﬁ&’ [3.6; n.a.] 0.33[0.15; 0.69];
(BPI-SF items 3- 19 (18.6) 15(25.9) 0.002
6; shown as ()O \Q‘:bg
supplementary) (Q Q
2
RO
Endpoint Olaparib + ADT Abiraterone + P + ADT or | Intervention vs
enzalutamide + ADT Control
N Valuesat | Changeat | N | Valuesat | Change Mean
the start time of the start | at time of | difference [95%
of the evaluation of the evaluatio Cl]
study MV (SE) study n MV (SE) p value
MV (SD) MV (SD) Hedges' g:
C4
Pain (BPI- S,Rk(b' Q\)
Impalr du®)76 1.68(2.18) | -0.05(0.12) | 45 1.79 1.13 -1.18 [-1.72; -
(2.15) (0.24) 0.65];
|te a- <0.001
Hedges' g:
@ -0.91 [-1.30; -
{03
,\\@ 0.52]



Endpoint Olaparib + ADT Abiraterone + P + ADT or Intervention vs
enzalutamide + ADT Control
N Median time to N Median time to HR [95 % ClI];
event in months event in months p value
[95% Cl] [95% Cl] Absolute
Patients with event n Patients with event dificisres o)
(%) n (%) NS
Symptomatic skeletal-related events A
Ot o>
: 2. O
symptomatic 102 n.a. 58 n.a. 0.‘6@31' 9];
skeletal related 18(17.6) 12(20.7) \S§ (\
events ,.\\ ‘ X7
Endpoint Components: (Q% X LA
N . 9 w
new 102 n.a. 58 n.a. (b\ \K 0.56 [0.15; 2.31];
symptomatic, 5(4.9) 4( d‘ %Q 0.310
pathological N\
bone fractures _ QJ\ >
v S
Radiotherapy | 102 n.a. 58 | %® 0.88 [0.38; 2.20];
to prevent or 15(14.7) O 13.8) 0.862
alleviate (QQ’ ®%
skeletal 'e) Q)
symptoms Q A‘(\(b
Occurrence of | 102 n.a. &‘0 Z)% n.a. 0.28[0.07; 0.92];
spinal cord 4 (3.%6 \\?. 7(12.1) 0.026
compression O A\
O \
orthopaedic 102 % .a. (\ 58 n.a. 0.22[0.01; 2.29];
surgery (,\\ %@ 2(3.4) 0.207
because of (%) \
bone \ QQ
metastases & (:’\\,
6@ Kﬁg
N
Endpoint Olaparib + ADT Abiraterone + P + ADT or | Intervention vs
enzalutamide + ADT Control
N Valuesat | Changeat | N | Valuesat | Change Mean
the start time of the start | at time of | difference [95%
of the evaluation of the evaluatio Cl]
study MV (SE) study n MV (SE) p value
1 MV (SD) MV (SD) Hedges' g:

Health status (EQ-5D VAS)

No usable evaluations.

Health-related quality of life

Endpoint

Olaparib + ADT

Abiraterone + P + ADT or

enzalutamide + ADT

Intervention vs
Control
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N Valuesat | Changeat | N | Valuesat | Change Mean
the start time of the start | at time of | difference [95%
of the evaluation of the evaluatio Cl]
study MV (SE) study n MV (SE) p value
MV (SD) MV (SD) Hedges' g:
FACT-P
No usable evaluations. ‘.~\\.
. )
Side effects S "\~
Endpoint Olaparib + ADT Abiraterone + P + ADT or Intervention vs
enzalutamide + ADT Control
N | Median timeto event| N | Median time to event HR [95 % Cl];
in months in months p value
[95% Cl] [95% Cl] Absolute difference
Patients with event n Patients with event n ()
(%) (%)
\J
Adverse events (presented additionally) ,_ (9 Qs\}
102 0.5[0.4;0.9] 58<\\ 0.7; 1.0] -
99(97.1) QF ,Q752(89.7)
Serious ad ts (SAE 00. »
erious adverse events (SAE) S0 Q0
87 Lss
102 na. s ‘215 11.1[6.7; n. a.] 0.99 [0.53; 1.93];
38 (37 3V | \"Q 14 (24.1) 0.999
Severe adverse events (CTCAE gr@%’or @
102 (’g.s 7@ a.l 58 12.7[3.4;n.a] 0.97 [0.60; 1.63];
4.9) 23(39.7) 0.887
Therapy discontinuatg'g ec\sé of adverse events
c,@o%? na. 58 na. 1.15 [0.47; 3.23];
. (b@ r‘Q. 19(18.6) 6(10.3) 0.689
CTeAEN o,
rmocrep
N S .
O\Q % No usable evaluations.
N7 {Q"
Specific. adverse events
M%Kﬁ’l’, AE)
O
\@ 102 n. d. 58 n. d. n. d.
AML (PT, AE)
102 n. d. 58 n. d. n. d.
Pneumonitis (PT, AE)
102 n. d. 58 n. d. n. d.

Anaemia (PT, severe AEs)
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102 n.a. 58 n.a. 11.60[2.42;
24 (23.5) 1(1.7) 208.02];
0,003
Nausea (PT, AE)
102 14.8 [3.6; n. a.] 58 n.a. 2.79 [1.46; 5.90];
47 (46.1) 10(17.2) 0.003

@ Indication of absolute difference (AD) only in case of statistically significant difference; own calculation. _\:

Abbreviations used: . "\‘
AD: Absolute difference: ADT: Androgen deprivation therapy; AML: acute myeloid leukaemia; l@%: B ain
Inventory - Short Form; BRCA: Breast cancer susceptibility gene; CTCAE: Common Termi gv@eria for
Adverse Events; EPAR: European public Assessment Report; HR: hazard ratio; n. d.: n C\ onfidence
interval; n: number of patients with (at least 1) event; MDS: myelodysplastic syndrom rof patients
evaluated; n. c. = not calculable; n.a. = not achieved; P: Prednlsone/PrednlsoIo tient-reported
outcome; PT: preferred term; RCT: randomised controlled trial; SAE: serious ad e@i adverse event;

74

VS: versus
QQ\\%
2. Number of patients or demarcation of patient groups eligible for treatment
‘\%U 0@\.}'

Adult patients with metastatic castration-resistdit p@tate cancer (mCRPC); BRCA1/2-
mutated (germline and/or somatic); progresa& (irsﬁse after previous treatment with

abiraterone and/or enzalutamide C) \(\
approx. 1490 to 1980 patients & 2
&
RodB N
3. Requirements for a quality-assured application
\ \V

The requirements in th mformatlon are to be taken into account. The European
Medicines Agency (E |des the contents of the product information (summary of
product character s for Lynparza (active ingredient: olaparib) at the following
publicly accesyﬁ ccess 17 March 2021):

https: //wwﬁ(’\é’ma puropa eu/en/documents/product-information/lynparza-epar-product-

mformat de.

Treatg? n?QIth olaparib should only be initiated and monitored by specialists in internal
medici aematology, and oncology and specialists participating in the Oncology Agreement
who& experienced in the treatment of patients with prostate cancer.

§dicina| castration with a GnRH agonist or antagonist should be continued during the
treatment of patients who have not been surgically castrated.

Prior to initiation of therapy with Lynparza, patients with BRCA1/2-mutated metastatic
castration-resistant prostate cancer must have evidence of a deleterious or suspected
deleterious BRCA1/2-mutation. BRCA1/2-mutation status should be detected by an
experienced laboratory using a validated test method. Patients who test positive for mutation
of the BRCA1/2 genes should be offered genetic counselling according to national regulations.
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https://www.ema.europa.eu/en/documents/product-information/lynparza-epar-product-information_de.pdf
https://www.ema.europa.eu/en/documents/product-information/lynparza-epar-product-information_de.pdf

4. Treatment costs

Annual treatment costs:

Adult patients with metastatic castration-resistant prostate cancer (mCRPC); BRCA1/2-
mutated (germline and/or somatic); progressive disease after previous treatment with
abiraterone and/or enzalutamide

.\5\’

Sl %
Name of therapy Annual treatment costs/patient
Medicinal product to be assessed:
Olaparib €69,059,30 \Kv o’
p ’ 7 '\® Q‘&
LHRH analogue €1,781.48 - €2,15486
analog ?é (\‘%
Total €70,840.78 - 5)922\\_3;6%
Appropriate comparator therapy:
Abiraterone acetate + prednisone or prednisolo@g L@*?analogue
o L
Abiraterone acetate Q—SV (90
Jekee
Prednisone or prednisolone 70-€67.20
i P [ @b& 5&'
LHRH analogue Q(\O (\O\€ 1,781.48 - € 2,154.36
Total . €47,679.88 - € 48,064.26
Qg
Enzalutamide + LHRH a@@gtﬁ@
\Il'o N
Enzalutamide o Q € 45,028,23
c 1y%)
P
LHRH analogueb Q €1,781.48-€2,154.36
N
To, € 46,809.71-€47,182.59
PN
Cabazifdxe rednisone or prednisolone
oo i
Cabaz@&t\el €59,154,95
E‘@ﬁﬂoisone or prednisolone €55.70-€67.20
'< Total €59,210.65 - €59,222.15
Docetaxel + prednisone or prednisolone
Docetaxel €21,230,61
Prednisone or prednisolone €104.17-€95.34
8
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Name of therapy Annual treatment costs/patient

Total €21,334.78 -€21,325.95

Cost after deduction of statutory rebates (LAUER-TAXE®, as last revised: 15 May 2021).

Costs for additionally required SHI services: not applicable ~\3\
Il. The resolution will enter into force on the day of its publication on the intern&b:yn tI'@.h
BA website on 3 June 2021. . O (\Q
N
M@

The justification to this resolution will be published on the G-BA website a&wg.‘@ a.de.

)
@ @C’)\\
Berlin, 3 June 2021 {& Q\&
QAQ NG,
%) (,(0

Federal Joint Commit@%’ 0\}
in accordance with Secti 1 @ \Y;
The Chaj Qo)
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